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DECLARATION UNDER 37 C.RR. ^ Lm 
T, the (JOdefsigiK^d, Nicolas FASQUAL, do hereby dcclafe thai: 

L \ arn a ciiizi^a of France, residing ai 43 aUec des romasuiqwe;=i 38100 Grcnoixle, 

2, i am ciuTemiy esnploycd M hnmuiv ID, My ciirricuhioi vilae Is enclosed 

3. 1 hirve read the spedficalios) of U.S. Faiexit Aj^plicalioxi 10/581,814, I have revicw^ed ibe 
Office Action, daled Jidy 13, 20i0. I have also read the cited refomnces issed to aHege Jhai ihe claimed 
inv«;inion b obvious, as sei forth hi the Office Action daied July 13, 2010. I believe ih'di the feaiusx> of 
determim:>g a TCRAD vommngmimt fiom a sajiaple of hmnan genomic DN A by xi>uitlplex FCR is not 
obvious over thcsft re&rej>cc5i. 

4, The Omco Action of July 13, 2010, alleges that the xsiethods of Fasqual can be obva:msly 
adapied to pcribrm multiplex PCR on a sample of op to 35 kllobases m disclosed by Ban:es at 68 X: for 
11-24 minutes and expect to directly visualize an obtained product in a gel stained with i^kimm 
bromide. I believe and i have lested as to whether a high concentration of genomic DNA (gDNA) as 
ipreseni in the pooled samples described by Fasqual can be eOicienily run ihroi^i^}x a muitlpsex ]>CR 
protocol for a FCR iragment over 35 kilobases as described by Barnes. Based on xny results described 
below, I have deiernxined lhat such methods cannot obviously be combiiied to effectively produce a FCR 
pjoduct. 

5. R>f cxpenmental conditions, gDNA obtained from iish as described in the Uible below 
was placed in a test tube alosig with primm io amplify a product of p53 using prixiiers specific ibr the p53 



gene. The sjze of the ioteoded FCR productfs based on these prixners is 400 bfises in length, Ti> each liibc 
a pol yr?)crase ixnd nrdgncmmn chiodde wm aho added. To control for ihc viacosky of DNA in the 
s^anipk, each tube received 25 ng of nwirim gDNA, Each tube had an jjqual final volume of 20 ui... 



TABLE ,1 



of the Ssossrce 
of ll^h gBNA 


400 ng/uL 


lOOng/iil. 


1.00 JU>/u.I. 


100 t\g/\Al. 


0 


Voliime of 
tl.Nth gi>NA 






2,5 


I 


0 


of llsh gDN A 


2000 ng 


500 ng 


250 ng 


100 ng 


0 ng 




0 


0 


7 1 


^4 


5 



6. For the PCR cycling, inilial degradatjoi: was pedbrj^ied im 3 minulcs at 95 ""C, and ihm 
ilbr thirty cycles, each cycle being 7 ^seconds at 60 '^'C and 8 seconds ai 72 X followed by s^easnren^ent of 
flnoresecnee. 

7. The results ftom this experiment, depicted in the graph below, clearly demonstrate that as 
the eonceiuration of gDNA present in a sanrple iiicreases, the efficiency of the FCK decreases. 
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FIGUME 1 




H. Accordingly, m the .co.nce.nu^a Uun of gDNA in the .sample increases^, too does the 
\ ^^^^ hmdermcc on ihe abiluy of the poiym</rase to erOcienay produce Ji ifc^gmcnt. When ihc io?:al 
i amounf. of DNA in ihe iubc is 2 u.g, ihe FCR is lotaUy inhibited. 



9. I &nher declaxc thai lo obtain a copy number, for a ream^ngcd gene, equivalent to the 
;copy number of phage genome pre^ieni in the cxp^^nmcv^i^ pcrforn^ed hy Barnes, hir more ihan 2 ot 
i human genomic DNA woi^ld be li^qukod. In view of Ihe^e data, oiie skillc-l in the an wouid noi be 
iinotivafed to attempt to perform med^ods fbrprodiicmg a PCR fragment as long as 35 kibir^ases (as 
i disclosed by Barnes), with human gDNA as starting template. Accordingly, at the ome of lidng of the 
ipresent a|:?pHcation, ihe cl^nxncd invcndon was not obvious. 

1.0. 1 further declare that all statements mMc herein oi my own kiiowiedge af e true, and ibat 
m slatements mtxiic on information and belief are believed lo be lose, and further, thai ihese staiements 
iwere nfjade with die knowledge U>at >?vil1fol ialse statements ar^d the like so made are punishable by fine rn- 
limprssonmeiu, or both, mdor Section imi of Title 18 of ihe United Spates Code, and that such wifllul 
|l^lse siaiements may jeopardise the vaHdity of the application or any patem issuing 1 hereon. 
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Nlco^^s PhD, h<^$ served ais ImmufUD T^^hnolog^ee GSO sinc^o jtt^ areMlon^ ^tK^n 

Pre^slde^^l <^ CEO. He has: a strategy k^acl?.n'ehip in the o^omp^ny^ ^cjenhflo and' ^sc;ononik^ 
riavalapment kwentor the company's pmpriet^jiry tech^^obgy, Dr. s^^\*^s<|ua' orche^^f^t^>§ 

Ha h^§^5 B ye^^*^"^^ ^^^^ in^munorY^onHorNig ^kHfe working In Ffs^snce (GEA, GiBr>ob§e, Fr^^nce). 
Canada (Hdry^tiS! St^^ Ju&tine yontffel, Canad^^) arid management (High rv^an^^gement Sohco? 
EM Lyon, France). atar^d in fundamental m^^arch fimmuno-geriMtes, vimiogy a 
microbiology) and w^s in clmi^e or teohnofogy transfer pro|e<^^. Is the <^Mthor of sevaral 
sdamifio pubiicattons as w^ll as four pat^nt«s In 8^^ fi^sld of Imnmunologlca! analysb and pm- 
^^nalyllcai prooese. Hi^ pan'iicipate^ in the DJiganis:ation of <^v«^nt^ ^imed ^tr^^ngth^n^ng the 
relaUonsh^p batv\^en bkT-echnoSogy companies and l:he "Oock%t^ FrarK;als6 dlnimunoiogla'' 
(SFi), Or, Pasqual is oun-entlyJnvolvad in immunornonltorl^^ axes at LyonB?opdte dueti^r 
and at Caoceropote CLARA^ as^ we!? a<s ^ membor of th^^ LyonBlDpole ecoriOmic d«^\?0lopment 

A^^ a hk'^sndu^try thoughi acfer, Dr Pasquaf j^peaH^^ U^s^HH^^nUy on innovation and 
antrepreneur^n^p *?trategiev^. His ms^ln motivation is to ha^p paOontss and physscians day u> 
day worvk, by Improvsno medk^^Jno toote thanks to immunomonriojing democnufeaUorj's 
Acoojd^ng to hirn, ^rn^^ovatJve imn*iunomonltorirKj must by ^^^s ^'easy ready to usa" as^ 
posaih^a^. For th^s, MP is actively ^mplK'^ated padr^arsships program with phan^^acontk^al 
groupt^ ^ke SanofV>Pa?^teur, Tranogaa, Innate^ Pharma: LFB.. Cylhisrij^. Charse^> Rive^r... and 
academic center Hke the CEA. INSERM, Marle-Lannefongu^ hospital {Pahs), L^on B^rar^J 
Center (Lyon), La pitie SSaip^tr^^ra (F^ads), and Hoapbas olvlte^ Lyon (HCL). 



SREI^OBtE ^ LYOn France " 



Imniursomonjtormg of the spejcific irvursiir-^e sj,^^&t«)m. Dsvefopment or jnfu>v;stiv^s« 
.<j$>^>^pmi^? 

^j^iniuntD ofet:^ sf^novatK^e dh^gnot^llc ^?n<1 progfK5$t^c loois and high valu6<^tfd^^ 

-to contribute ^> the $ei«:ioto and dex^elopi>i5;nt of Ihs bast fnokK^i^le?:^ u> hti^^p 
phafmsceutiO's! jx>mp^nk^§ measure ih-^^^r ^-^jfj^ici^^^^cy 

-kJ dr^r-ru^ jn^j-i^uj^e ^^^^n^stures srd monitor jrnmunori^gu^ation (statuts arid conttibut^ss to 
cfe^iH-^JoutriQ ^tacHn^ c^f dfe-^a^^ progression a-x? to choo^rnci, adju^^t^ng a$xi fo?iowi?^g 

These pjx>gram$> pmve rhs^jr u^^iluineea^ par^iooaH^et^ iniKlicfne fo? pa^ieat foHo^v-^ip 

ink?Cvtbu5b d^s^^sss^s^, blood canc.<5!:rs^ or t-oiid cancer^, c^raft v^re^is^ host. re<K^^0f5, and 

h^-jim^n^D $>tHve?: ds^velop oo^«>' $>taruiard toolsj for n^onltonng 5m?^i$.ine 

^h^^ c^^^^e^ th^^t form the basis ?^fimmuru^ repertoire diversky lrn?^iun^b t$^^$v dr^vf^jcpKl 
k>::ihnj>f08!^jj? to p^odvi^:j^$ pjGturor^ of tho T 53nd B ceH receptor ^epeJ1^:^ire^. ^^.nd to 
du^ic^pjos^? i?$ubtfe cht^n|:jes: ^r^ Vie mmiune ropenoirc ai an oa^iy ^^t^$<Hv. To^$.^e ":rnnx^*^H5 
sjgj-^auin^^^^'' can ther? be us:ed er^ irjdic5$tor to follow v^cxiln^< or dr^^^ ?sfl?Oi0^xr>^ <>r to 
monitor lite health status of a patle^nt 



Lacjoratory of ^^oleoular Gi5Uularlnirnurtok>gy: Ovg:,A.<3reoobls^, FRANCS. 

t^l;^c^$v^ iX- ?3 o^?^?o^ o.n jWt ^s^r^^^Mmofs^l re^po^nc^^^ 

l^fOi^rp^la St Justine Montreal OC, CAt^ACm 



iDom.?5m.s5 Mans^geo^ont, Strotogy, Finan5:;o. VCs: fejsd^ng. 

hnmu:KjlOQy\ h nrnuriogt^r jfe^tic, ^?1o^$^5cular B^okxry. G$Bslu?^n^ Biology, BjomariC55?r$, 

recf5.f?/g$.fesj MOi£CUt4A^ ; ?^4ui^lplox, QPQF^ and Rl -PCH 

CS^I,**il.^^^: <:r^i.'tom>9f/y. c^nJ;/^^ .^/^o«V?g. O0// cy?too, /-)X>C 




D^foua^i, ^'an Wang, Rap^ssSi Silarlu, OIK'i®r Epa^jl^rd^Us^an^Fr^ngols te^oia^lco^as? 



^^ss-c-hs ^-^l^, J»s„^vjsv.Msmhs E, PU>S €s>mp^^t Biol, 2010 r<5fe 
U. mmummn\ B.Bm J mt^umyl SODS A8«g;3S(i)i2138-ia. 



R*H3^55«^5>s>' >" rXKjnsjtSd through CCLaa>'C€R4 s.&lss;4iv«H' ®ctsv«t<^>d Is^ Ivn^ph'sld 

<»ol>srt Ts^^O^JUS I, e^nulrlss-V^fmgt?^ N, esch&^<st T, OoddJ5f<^Ls«sn S. Am V, Biota €, IX^fflr; 



PiWh^s r^H, Jow^va^sstst^s J Esp Psd SSat Hov 4r1S6CB|c11SS-7S 

Bo^-I/Bi^ |>n>S«5n m heart, slow4«-^?tch snd fsist»twi£«.h msmcte l?s yo«r$§ ?«fs 



